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For: PROCESS FOR THE PREPARATION OF NAPROXENE NITROXYALKYLESTERS 

PRELIMINARY AMENDMENT 

Commissioner for Patents 

Washington, D.C. 20231 January 1 8, 2002 

Sir: 

Prior to calculation of the filing fees and initial examination of the application, 
please amend the above-identified application as follows: 

IN THE CLAIMS : 

Please amend claims 3-5 as follows. A copy of the marked up original claims is 
attached to this response showing the changes as set forth in amended 37 CFR 1.121. 

3. (Amended) A process according to claim 1 , wherein the inorganic bases are 
hydroxides, oxides, carbonates and bicarbonates, silicates, aluminosilicates of the 
alkaline and alkaline-earth metals, or hydroxides, oxides, carbonates and bicarbonates 
of metals belonging to the group MB, preferably zinc, or to groups Ilia or IVa, preferably 
tin. 



4. (Amended) A process according to claim 1, wherein tlie inorganic base 
amount Is in molar ratio with the acid halide amount in the range 1-2, preferably 1 .2-1.5. 

5. (Amended) A process according to claim 1, wherein the reaction is earned 
out at a temperature in the range -20''C and 50X, preferably 0°C and 20''C. 



Claims 1-5 are pending in this application. By this Amendment, claims 3-5 are 
amended to correct the multiple dependencies thereof and to place this application into 
better condition for examination. No new matter has been added. 

In the event that there are any fees due with respect to the filing of this paper, 
please charge Deposit Account No. 01-2300. 
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MARKED-UP COPY OF AMENDED CLAIMS 
ATTY. DOCKET NO. 108907-00025 

3. (Amended) A process according to [claims 1 and 2] claim 1 . wherein the 
inorganic bases are hydroxides, oxides, carbonates and bicarbonates, silicates, 
aluminoslllcates of the alkaline and alkaline-earth metals, or hydroxides, oxides, 
carbonates and bicarbonates of metals belonging to the group IIB, preferably zinc, or to 
groups Ilia or Iva, preferably tin. 

4. (Amended) A process according to [claims 1-3] claim 1 . wherein the inorganic 
base amount is in molar ratio with the acid halide amount in the range 1-2, preferably 
1.2-1.5. 

5. (Amended) A process according to [claims 1-4] claim 1 . wherein the reaction 
is carried out at a temperature in the range -20°C and SOX, preferably 0°C and 20°C. 
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PROCESS FOR THE PREPARATION OF NAPROXENS NITROXYALKYLESTERS 



The present invention relates to a new method for 
preparing nitroxyalkylesters of the 2 - { S } - { 6 -methoxy- 2 - 
naphthyl ) -propanoic acid (naproxene) having an enantiomeric 
excess of the (S) form higher than or equal to 97%, preferably 
higher than or equal to 98%, combined with high yields, higher 
than 75-80%, preferably higher than 85%. 

It is well known in the prior art that the enantiomeric 
form (S) is the active form from the pharmacological point of 
view of the above mentioned product. 

In the prior art synthesis methods of nitroxyalkylesters 
of the 2- (S) - (6-methoxy-2-naphthyl) -propanoic acid, are known. 
In the patent application WO 98/25,918, a synthesis method of 
naproxene nitroxyalkyl esters containing in the alkyl chain a 
saturated C3-Cg cycloalkyl residue, is described- In said 
process the acid or one of its functional derivatives, for 
example, chloride or anhydride, is reacted, in an inert organic 
solvent, with a nitroalkanol containing a cycloalkyl residue as 
above defined. The reaction takes place in the presence of an 
organic nitrogenated base, such as for example 4 -dimethyl 
aminopyridine , morpholine, N -methyl morpholine or 
triethylamine. Tests carried out by the Applicant have shown 
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that this process of the prior art does not allow to obtain 
naproxene nitroxyalkylesters having an enantiomeric excess in 
the range of 55-80%, only with a specific organic base, 4-N,N- 
dime thy 1 amino pyridine, 94% is obtained. 

The need was therefore felt to obtain naproxene 
nitroxyalkylesters having an higher enantiomeric excess, at 
least of 97%, preferably equal to or higher than 98%. 

An object of the present invention is a process to obtain 
nitroxyalkylesters of the 2- ( S ) - { 6 -methoxy- 2 -naphthyl ) - 
propanoic acid having an enantiomeric excess higher than or 
equal to 97%, preferably higher than or equal to 98%, 
characterized in that an halide of the 2- (S) - ( 6 -methoxy-2- 
naphthyl) -propanoic acid of formula A-Hal, wherein A is the 
acylic residue of said acid, is reacted in an inert organic 
solvent with an aliphatic nitroxyalkanol HO-Y-ONO2/ wherein Y 
has one of the following meanings: 

a linear or optionally branched C^-Cjo/ preferably C2-C5/ 

alkylene; 

a cycloalkylene with ring from 3 to 8 carbon atoms, 
preferably from 5 to 7 carbon atoms, said cycloalkylene 
optionally can be substituted with one or two alkylenes as 
above defined, and/or with one or more alkyl radicals 
having in the chain a number of carbon atoms as above 
defined for alkylene; 

an aromatic residue with ring having 5 or 6 carbon atoms. 
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said aromatic residue optionally can be siibstituted with 

one or two alkylenes as above defined, and/or with one or 

more alkyl radicals having in the chain a nimber of carbon 

atoms as above defined for alkylene, or a -COOH group; 

-(T)p-(CH-CH20)^f.MT)-, 
CH2ONO2 

• (T)p- (CH2-CH{ON02) -CH20)^f , - (T) - , 
T being alkylene as above dfeined and p an integer equal to 
zero or one, alkylene having the above mentioned meaning, nf ' 
is an integer from 1 to 6, preferably from 1 to 4; in the 
presence of an inorganic base, to give the corresponding 
nitroxyalkylester of the 2 - (S) - ( 6 -methoxy- 2 -naphthyl ) -propanoic 
acid of formula A-O-Y-ONO2/ wherein A and Y are as above 
defined. 

Y can also be a combination of two or more of the 
mentioned group. 

The aliphatic nitroxyalcohol amount on molar basis is in 
the range 1-2, preferably 1.2-1.5, with respect to that of the 
acid halide. 

With inorganic bases hydroxides , oxides , carbonates and 
bicarbonates , silicates, alximinosilicates of the alkaline and 
alkaline -earth metals, or hydroxides, oxides, carbonates and 
bicarbonates of metals belonging to the group IIB, preferably 
zinc, or to groups Ilia or IVa, preferably tin, are meant. 

The inorganic base amount is in molar ratio with the acid 
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halide amount generally in the range 1-2, preferably 1.2-1,5. 

with inert organic solvent according to the present 
invention aromatic hydrocarbons are meant/ such as for example 
toluene and xylene, chlorinated or fluorinated organic 
solvents, for example methylene chloride, chlorobenzene , 
aliphatic esters for example C^'C^ acids esters with C^-Cg 
alcohols such as for example ethyl acetate and butyl acetate, 
etc. 

The solvent amount is not critical and generally from 1 to 
10 volumes of solvent are used, preferabaly from 2 to 5 volxomes 
based on the acid halide weight. 

The reaction is carried out at a temperature in the range 
-20*=^C and 50°C, preferably 0°C and 20^C- 

The nitroxyalkylesters of the 2 - ( S ) - { 6 -methoxy- 2 - 
naphthyl) -propanoic acid are recovered at the end of the 
reaction, after addition of water to the organic phase, 
separation of the phases and solvent evaporation. If necessary, 
a further purification can be carried out by chromatography on 
silica gel coliimn in order to increase the product titre. 

Alternatively, the compound can also be purified by 
crystallization from a suitable solvent. 

Aliphatic nitroxyalcohols can be prepared according to the 
known methods in the prior art. See for example Gazzetta Chim. 
It. 1987, 117, 173 and WO 98/25,918. 

The Applicant has found that surprisingly by the use of 
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inorganic bases it is possible to improve the enantiomeric 
excess of naproxene nitroxyalkylesters with respect to the 
prior art methods, which use, as seen, organic bases, with high 
yields as above mentioned • 

' The following examples have the purpose to illustrate the 
invention and they are not to be intended as limitative 
thereof . 

EXAMPLE 1 (comparative) 

Preparation of 4 -nitroxybutvl ester of the 2 - ( S ) - ( 6 -methoxv- 2- 
naphthvl) -propanoic acid according to WO 98/25918 

A mixture of the 2 - ( S ) - ( 6 -methoxy - 2 -naphthyl ) -propanoic 
acid (0.32 g, 1.4 mmoles), 4 -N,N- dimethyl amino pyridine (15 mg, 
0.13 mmoles), 4-nitroxybutan-l-ol (0.34 g, 2.5 mmoles) in 
dichloromethane (6 ml) at a temperature in the range 0°C-5^C is 
added, under stirring, to a solution of N,N'- 
dicyclohexylcarbodiimide (0.29 g , 1.4 mmoles ) in 
dichloromethane (6 ml). The mixture is left under stirring at 
the same temperature for 3 hours and then dried by solvent 
evaporation under vacuum. The residue is purified by 
chromatography on silica gel column (eluent dichloromethane) to 
give the 4 -nitroxybutyl ester of the 2- { S ) - ( 6 -methoxy • 2- 
naphthyl) -propanoic acid (0.41 g, 1.19 mmoles), yield 85%) in 
the form of an oil. HPLC purity: 98%. 

^HNMR{CDCl3) 5 (ppm) : 1.59 (d, 3H, J=7 . 5 Hz); 1.65 (m, 4H); 
3.85 (q, IH, J=7.5 Hz); 3.91 (m, 2H) ; 4.10 (m, 2H) ; 7.1-7.7 
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{m, aromatic, 8H) . 
Enantiomeric excess: 94%. 
EXAMPLE 2 

To a solution of 4-nitroxybutan-l-ol (2.0 g; 14.8 ininoles) 
'in dichloromethane (20 ml), cooled at 0^C-5°C, potassiim 
carbonate (3.21 g, 23.2 iranoles) is added iinder stirring. 

To the mixture a solution of 2 - (S) - ( 6-methoxy-2-naphthyl) - 
propanoic acid chloride (3.86 g, 15.5 iranoles; enantiomeric 
excess 98%) in dichloromethane (22 ml) is added, maintaining 
the temperature in the range 10°C-15^C. When the addition is 
over the temperature is increased and maintained for 10 hours 
at a value in the range 15^C-20*^C and then the solution is 
filtered. The solvent is evaporated under vacuum. The residue 
is purified by chromatography on silica gel column (eluent 
dichloromethane) to give the 4-nitroxybutyl ester of the 2-(S)" 
{ 6 -methoxy- 2 -naphthyl) -propanoic acid (4.4 g, 12.6 mmoles , 
yield 85%) in the form of an oil. HPLC purity: 99%. 

NMR(CDCl3) 5 (ppm) : 1.59 (d, 3H, J=7.5Hz); 1.65 (m, 4H) ; 
3.85 (q, IH, J=7.5 Hz); 3.91 (m, 2H) ; 4.10 (m, 2H) ; 7.1-7.7 
(m, aromatic, 8H) . 
Enantiomeric excess: 98%. 
EXAMPLE 3 

Example 2 is repeated using toluene as solvent. The 
nitroxyester yield is 76%, the (HPLC) purity > 99%. The 
enatiomeric excess is equal to 98%. 
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EXAMPLE 4 

Example 2 is repeated but using as a base calcixim 
carbonate. 4.6 equal to 13.3 imnoles of nitroxyester (yield 
90%) are obtained, HPLC purity >S3%, enantiomeric excess 98%. 
EXAMPLE 5 

Example 2 is repeated but using as a base calciiom alumino- 
silicate. 4.6 g, equal to 13.3 mmoles of nitroxyester (yield 
90%) are obtained-, HPLC purity >99%, enantiomeric excess 98%. 
EXAMPLE 6 

To a solution of 4-nitroxybutan-l-ol (2.0 g; 14.8 mmoles) 
in dichl or ome thane (20 ml), cooled at a temperature in the 
range 0°C-5^C, potassium carbonate (3.21 g, 23.2 mmoles) is 
added under stirring. 

To the mixtuire a solution of 2 - ( S ) - ( 6 -methoxy- 2 -naphthyl ) - 
propanoic acid chloride (3.86 g, 15.5 mmoles, enantiomeric 
excess 98%) in dichl or ome thane (22 ml) is added, maintaining 
the temperature in the range 10®C-15^C. When the addition is 
over, the temperature is increased to a value in the range 
15*=*C-20°C for 10 hours and then the solution is filtered. Water 
(1 ml) and N, N- dime thy Iformamide (2 ml) are added to the 
solution and left under stirring at room temperature for 3 
hours. At the end the organic phase is separated, washed with 
water and filtered through a potassium carbonate panel. The 
solvent is evaporated under vacuum and 4.1 g, equivalent to 
11.8 mmoles of ester (yield 80%) in the form of an oil, are 
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obtained, HPLC purity >99%, enantiomeric excess 98%, 
EXAMPLE 7 (comparative) 

Example 2 is repeated but using as a base triethylamine . 
The obtained mixture after the reaction is analyzed to evaluate 
'the enantiomeric excess, which results equal to 80%. 
EXAMPLE 8 ( comparative) 

Example 2 is repeated but using as a base 
diisopropylethylamine. The mixture obtaine<^ after the reaction 
is analyzed to evaluate the enantiomeric excess, which results 
equal to 76%. 
EXAMPLE 9 (comparative) 

Example 2 is repeated but using as a base N- 
methylmorpholine. The mixture obtained after the reaction is 
analyzed to evaluate the enantiomeric excess, which results 
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CLAIMS 

1. A process for obtaining nitroxyalkylesters of the 2-(S)- 
( 6 -methoxy- 2 -naphthyl ) - propanoic acid having an 
enantiomeric excess higher than or equal to 97%, 
preferably higher than or equal to 98%, characterized in 
that an halide of the 2 - { S ) - { 6 -methoxy- 2 -naphthyl ) - 
propanoic acid of formula A-Hal, wherein A is the acyl 
residue of the acid, is let react in an inert organic 
solvent with an .aliphatic nitroxyalkanol HO-Y-ONO2, 
wherein Y has one of the following meanings: 

a linear or optionally branched C2-C20/ preferably 

C2-C5, alkylene, or 

a cycloalkylene with ring from 3 to 8 carbon atoms, 
preferably from 5 to 7 carbon atoms / said 
cycloalkylene optionally substituted with one or two 
alkylenes as above defined, and/or with one or more 
alkyl radicals having in the chain a number of carbon 
atoms as above defined for alkylene; 
an aromatic residue with ring having 5 or 6 carbon 
atoms, said aromatic residue optionally substituted 
with one or two alkylenes as above defined, and/or 
with one or more alkyl radicals having in the chain 
a number of carbon atoms as above defined for 
alkylene, or a -COOH group; 
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-(T)p-(CH-CH20)^f,-(T)-, 
I 

CH2ONO2 

- (T)p- (CH2-CH(ON02 ) ~CH20)nf , - (T) - , 
T being alkylene as above defined and p an integer equal 
to zero or one, alkylene having the above mentioned 
meanaing, nf ' is an integer from 1 to 6, preferably from 
1 to 4; 

in the presence of an inorganic base, to give the 
corresponding nitroxyalkylester of the 2 - (S) - { 6 -methoxy- 2 - 
naphthyl ) -propanoic acid of formula A-O-Y-ONO2, wherein A 
and Y. are as above defined. 

A process according to claim 1, wherein the aliphatic 
nitroxyalcohol amount on molar basis is in the range 1-2, 
preferably 1.2-1,5, with respect to that of the acid 
halide, 

A process according to claims 1 and 2, wherein the 
inorganic bases are hydroxides, oxides, carbonates and 
bi car bona te s , silicates, aluminosilicates of the alkaline 
and alkaline -earth metals, or hydroxides , oxides, 
carbonates and bi carbonates of metals belonging to the 
group IIB, preferably zinc, or to groups Ilia or IVa, 
preferably tin. 

A process according to claims 1-3, wherein the inorganic 
base amo\int is in molar ratio with the acid halide amount 
in the range 1-2, preferably 1.2-1.5. 

10 
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5. A process according to claims 1-4, wherein the reaction is 
carried out at a temperature in the range -20°C and 50°C, 
preferably O^C and 20°C. 
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33 l-'S- David T Nikaido Reg. No. 22.663: Richard J. Herman, Reg. No. 39,107; Murat Ozgu. Reg^ No. 4^,275 Robert K. 
xfarpenie? S No^^94; Reg. No. 45.273; Rustan Hill. R^S-No- 37.351; Kevm Turner Reg. No. 43.437; 

Carl Scha^iko^ch, Reg. No. 29.211; Hans J. Crosby. Reg. No. 44,634, and Brian A. ToUefson, Reg. No. 46.338. 

Please direct all commtmications to the fallowing address: ^^^^^^^^^W^' ^^"^ 

^ g a o" &f NO. cm 63^4810 



The undersigned hereby authorizes the U.S. attorneys named herein to accept and follow instructions fro'".*^ 
assts^ tf f^y Sr. if fte midersigned is not a resident of the United States, the undersigned s domestic attoraey pa^ 
aSyofp^L S'i to any actiof to be take in the Patent and Trademark Office re^rdmg t^P^^'X,mt?SS 
communication between the U.S. attorneys and the undersigned. In the event of a change in the person(s) from whom instrucuons 
may be taken, the U.S. attorneys named herein will be so notified by the undersigned. 



\ 



I hereby declaie that all statements made herein of my own knowledge are true and that all statements made on informadon and 
belief are believed to be true; and iizrther, that these statem^ were made with the knowledge that wiUfiil false statements and the 
like so made are punishable by fine or mtprisonment, or both, under Section 1001 of Tide 18 of the United States Code and that 
such willful false statements may jeopardize the validity of the application or any patent issued thereon. 

Full name of sole or first invento r _ ^E'rancesca BENEPIMI, 

Inventor* s signature 'XnX::ixs^cei:^<r:^ ^^<^ OjcLl^ January 10, 2002 

\ Residence JSLMQ^ Italy ^yr-^ 

Citizenship Italian : 

Post Office Address Via Padova 286 - 20100 MILANO, Italy 

FuU name of sole or secOTd inventor Erminio OLDANI 



^Inventor's signature C^^f^r - - - T^^J— January^lO, 2002 
Residence CORNAREDO, ffiAana, Italy ZZlTj^ 



Date 



Citizenship Italian 



Post Office Address Via Favaglie 41- 20010 CORNAREDO, Milano, Italy 
Full name of sole or third inventor Graziano nflCTJT.nT 



. . ^ , ^ January 10, 2002 

Inventor s signature - - ■■ ^ ^ » ■ X) 

Residence BRIONA, Hovara^ Italy j;^^^ ^ 

Citizenship Italian 



Post Office Address Via Livia Gallina 5 - 28072 BRIONA, Movara, Italy 

■ 

fU /^^^Full name of sole or fourth inventor 



Inventor's signature /fiyO^'J /h^{ JanuarV^IO, 2002 

Residence TORTONA , Ales^ndria, Italy 1^7^^ 

^. . , . Italian 

Citizenship __„^ 

Post Office Address Via Postumia 23/2 - 15057 TORTONA, Alessandria, Italy 



Full name of sole or fifth inventor 
Inventor's signature 



— Date 
Residence . 



Citizenship 



Post Office Address 



Full name of sole or sixth inventor 



Inventor's signature __ ^ 

Residence _— ^ - — 

Citizenship . — 



Post Office Address 



2 



